Gastroenter.Unit,C1.infantill'La Paz: Madrid, Spain.
B i l e acids determinations and conventional l i v e r f u n c t i o n t e s t s h a ve been performed i n 55 c h i l d r e n w i t h o b s t r u c t i v e ~h o l a n~i o~a &~'~ c l u d i n g 34 w i t h e x t r a h e p a t i c b i l i a r y a t r e s i a (EBA) and 21 w i t h neg n a t a l h e p a t i t i s syndrome (NHS)
. T h i n l a y e r chromatography and f l uo r i m e t r y techniques have been used. For conjugated b i l i r u b i n e no s i g n i f i c a n t d i f f e r e n c e has been found between t h e 2 groups (85%and 87%). Alanine aminotransferase and aspartate aminotransferase were 1 1 9~5 4 IU/1 and 1 4 9~7 0 IU/1 r e s p e c t i v e l y i n p a t i e n t s w i t h NHS, 1 3 1~7 2 IU/1 and 1795129 IU/1 i n p a t i e n t s w i t h EBA. 1-glutamyl t r a nspeptidase was 2225154 IU/1 i n NHS p a t i e n t s VS. 343556 IU/1 i n EBA p a t i e n t s , a l k a l i n e phosphatase was 3 3 1~5 6 IU/1 i n NHS p a t i e n t s VS.
IU/1 i n EBA. An i n t e r e s t i n g r e s u l t i s t h a t f o r b i l e acids metabolism t h e t o t a l value i s markedly h i g h e r (121.3~37 m o l / l ) i n p a t i e n t s w i t h EBA than i n subjects w i t h NHS (94.0~28 ymo!/l). Moreover, i t i s i n t e r e s t i n g t o note t h e observed i n v e r s i o n o f t h e
thrih~droxylated/dihjldroxylated r a t i o i n p a t i e n t s w i t h EBA (0.875 0.201, s i t u a t i o n n o t found i n any o f t h e p a t i e n t s w i t h NHS (1.30: 0.25). From these r e s u l t s b i l e acids seem t o be a r e l i a b l e b i o l og i c a l index f o r t h e d i f f e r e n t i a l diagnosis o f EBA and NHS. BA metabolism was s t u d i e d i n 66 PTI (31-36 wks) a t 1,2,3, and 5wks. They were f e d e i t h e r expressed pooled human m i l k (PHM) o r one o f t h r e e formulas: an adapted formula ( F l ) , F1 supplemented w i t h t a ur i n e (F2), o r F1 supplemented w i t h t a u r i n e (T) and c h o l e s t e r o l ( F 3 ) The i n f a n t s f e d PHM had higher concentrations o f a l l i n d i v i d u a l B A. The duodenal conc. of t o t a l BA f o r i n f a n t s f e d PHM vs. formula were a t 1 wks 4.81 vs. 2.60 mM(n.s.); a t 2 wks 6.85 vs. 2.96 mM;at 3 wks 6.90 vs. 3.08 mM; a t 5 wks 7.79 vs. 3.95 mM (geometric means, P(0.01). No c o n s i s t e n t differences were found i n t h e t o t a l BAconc. among t h e formula groups. A f t e r t h e 3 r d week, t h e r e was an increase o f glycoconjugates i n t h e F1-fed i n f a n t s (from 0.58 t o 2.91 mM, P<0.001). Conc. o f tauroconjugates, however, was n o t d i f f e r e n t among t h e various groups. There was no change over t i m e i n theconc. o f taurinoconjugates i n any o f t h e groups. Thus,in t h e i n f a n t
s f e d a T -d e f i c i e n t d i e t t h e r e was a 2 -f o l d increase ( t o 1.37) i n t h e r at i o o f glyco-t o taurinoconjugates (G/T) a f t e r t h e 3 r d week
,. I n t h e i n f a n t s f e d a T-containing d i e t , t h e G/T r a t i o remained s t a b l e a t 0.6.About 70% o f t h e t o t a l BA were cholates (30H).Chenodeoxychg l a t e s (20H) increased over t i m e o n l y i n t h e PHM-fed i n f a n t s ; a t 5 wks t h e p r o p o r t i o n o f 20H-BA was 46%.It i s concluded t h a t BA metabolism i n PTI f e d PHM i s d i f f e r e n t than i n PTI f e d formulas.These d i f f e r e n c e s confer a n u t r i t i o n a l advantage o f human m i l k . Dept. Phototherapy(PT)of jaundiced neonates may be complicated by green C h i l d Health,Kingls C o l l .Hosp.and Guy's Hosp. ,London, England. watery diarrhoea;the mechanisms a r e n o t c l e a r . We s t u d i e d b i l i a r y To determine t h e value o f serum b i l e s a l t concentrations i n t h e c l i flow(BF)and b i l e s a l t output(BS0)in homozygous Gunn s t r a i n r a t s n i c a l management of c h i l d r e n w i t h l i v e r disease,we have determined (120-150 gm) 
under PT by cannulation o f t h e comon b i l e duct and serum g l y c o c h o l i c a c i d concentration(SGC)by radioimmunoassay i n 272 c o l l e c t i o n o f b i l e i n h o u r l y aliquots-one hour before,and d u r i n g serum samples from 122 c h i l d r e n aged 1 month t o 16 years w i t h 13 d i 4 hours a f t e r i n i t i a t i o n o f PT. 13 r a t s received PT(PTR);lO r a t s f f e r e n t types of h e p a t o b i l i a r y dis0rder.A wide range of values of served as control(C).During t h e hour p r i o r t o PT t h e r e was no d i f SGC was found i n t h e d i f f e r e n t disease e n t i t i e s studied,with mark-
ference between t h e two groups(BF:.29+.09ml;BSO:10.46+1.9~m).Dur~ ed overlap.The SGC was more frequently abnormal(83%)than values f o r ng t h e f i r s t hour o f PT t h e r e was a sharp r i s e o f BF and BSO i n serum albumin,prothrombin t i m e , b i l i r u b i n , a l k a l i n e phosphatase,aspi t h e t r e a t e d rats,and no change i n C(BF: .47+0.8 vs .2985085ml ,p< r t a t e transaminase(AT)and gammaglutamyl transpeptidase(GT)which wg .001 ;BSO:21.72+7.33 vs 11.43+2.lpm,p<.005) .Over t h e n e x t 3 hours r e abnormal i n 7,12,22,41,57,and 63% o f patients.The cumulative frg o f PT t h e r e was a gradual d e c l i n e o f BF and BSO i n both groups,but quency o f abnormality o f these s i x t e s t s was equal t o t h a t of SGC t h e values were a t a l l times s i g n i f i c a n t l y g r e a t e r i n PTR than i n alone.SGC values were elevated i n 13 p a t i e n t s i n whom a l l o t h e r tg C(p<.005).Considering t h e t o t a l p e r i o d o f 4 hours o f PT,PTR vs. C s t s o f l i v e r f u n c t i o n were normal.The SGC was normal i n 7 c h i l d r e n had higher b i l e output(1.57+.32 vs .9+.2ml ,p<.005)and a l a r g e r b i w i t h abnormal AT o r GT,including 4 c h i l d r e n w i t h c y s t i c f i b r o s i s .
l e s a l t output(57+12 vs 34+8pn,p<.005).0ur r e s u l t s show t h a t P T o f The e x t e n t o f e l e v a t i o n o f t h e SGC was r e l a t e d t o AT and GT and t o t h e jaundiced r a t s induce an increase i n b i l e f l o w and i n b i l i a r y t h e presence o r degree o f h i s t o l o g i c a l s e v e r i t y o f oedema i n t h e b i l e s a l t output.The hypothesis i s made t h a t i n t h e jaundiced new p o r t a l t r a c t s , d i s r u p t i o n o f t h e l i m i t i n g plate,parenchymal f i b r o s i s born under PT t h e increased b i l e s a l t l o a d on t h e small i n t e s t i n e and h e p a t o c e l l u l a r necrosis.These r e s u l t s suggest t h a t SGC i s a s g can impose an osmolal burden;moreover,the immature neonatal d i s t a l n s i t i v e i n d i c a t o r o f s i g n i f i c a n t l i v e r disease b u t t h a t AT and GT ileummay be unable t o cope w i t h t h e e x t r a l o a d o f b i l e s a l t s and must a l s o be determined. a l l o w t h e i r access i n h i g h q u a n t i t i e s t o t h e colon.
l o g y U n i t s , Hosp.Bretonneau, P a r i s , France. E v o l u t i o n o f t o t a l SEA ( e n z y n a t i c pinethod) was s t u d i e d d u r i n g c o u l se o f TPN and creen i n 43 p a t i e n t s o f 6 days t o 15 years old.Germ counts were performed i n s t o o l s and duodenal j u i c e i n 13 cases. A s i g n i f i c a n t i n c r e a s e o f SBA was observed i n 70%(10/13 l o w b i r t h w e i g h t i n f a n t s (LW)and 21/30 o t h e r s ) . SBA mean values ( y m o l / l ) f o r these groups were: LW:lst wk 19,6+10; 2nd wk 9 3~4 9 ; 3 r d & 4 t h wk 98+20 others: 1 s t wk 5,8+3; 2nd wk 27,6+5; 3 r d & 4 t h wk 34,5+19. SBA decreased when CREN began and normalized when TPN was stopped. Out o f s e p t i c p e r i o d , i c t e r u s appeared i n 44% LW and never i n others. SBA e v o l u t i o n was n o t m o d i f i e d by cholestyramine, b u t moderated by enterostomy. When occurring sepsis was c o r r e l a t e d w i t h d i g e s t i v e b a c t e r i a l overgroth, we observed h i g h and r a p i d i n c r e ase o f SBA i n a l l p a t i e n t s w i t h o u t enterostomy. T h i s e f f e c t was r educed o r suppressed i n p a t i e n t s w i t h enterostomy on t h e c o n t r a r y , SBA remained unchanged i n from e x t r a d i g e s t i v e seats proceeding sepsis. SBA i n c r e a s e was observed d u r i n g prolonged TPN n o t o n l y .in LW and neonates b a a l s o i n o l d e r p a t i e n t s and a m p l i f i e d by seps i s w i t h d i g e s t i v e b a c t e r i a l overgroth. Dept.Pediat.Univ. Hosp. ,Groningen, The Netherlands. The aim o f t h e study was t o e v a l u a t e t h e s i g n i f i c a n c e o f e l e v a t e d s u l f a t e d l i t h o c h o l a t e conjugates(SGLC)concentration i n t h e serum o f 2 b r o t h e r s w i t h benign r e c u r r e n t i n t r a h e p a t i c cholestasis(BR1C) d u r i n g an a n i c t e r i c period.The e l d e s t b r o t h e r , l 2 years old,got h i s f i f t h a t t a c k and t h e younger one,9 years old,got simultaneously h i s f i r s t attack,both a f t e r a m i l d g a s t r o e n t e r i t i s . T h e s e a t t a c k s l a s t e d almost 4 months.During t h e ensuing r e m i s s i o n t h e SGLC remained e l e vated d e s p i t e a n o r m a l i z a t i o n o f serum t o t a l b i l e acids.Theoreticfl l l y t h e SGLC can be formed i n t h e bowel as w e l l as i n t h e 1 i v e r . I n o r d e r t o d i s c r i m i n a t e between these two p o s s i b i l i t i e s , a f a t t o l e r f l nce t e s t ( 1 gram/Kg body weight)was performed.We measured t h e serum t r i g l y c e r i d e s , a n d t h e b i l e s a l t s glycocholate(GC)and SGLC by r a d i o immunoassay(Abbott)and found normal increases o f serum t r i g l y c e r ides and GC.Contrary t o t h e r e s u l t s i n 2 0 c o n t r o l p a t i e n t s t h e r e was an increase o f serum SGLC.When t h e f a t l o a d i n g was combined w i t h chol e s t y r a m i n administration,however,serum SGLC decreased t o normal.
The i n c r e a s e o f serum SGLC m i g h t be due t o an a l t e r e d t r a n s p o r t me chanism o f t h e i n t e s t i n a l mucosa and n o t p r i m a r i l y t o an increased s y n t h e s i s i n t h e l i v e r . The amino a c i d molar ratio(AAMR)of ( l e u + i soleu+val )/(phe+try)meass r e d by ion-exchange chromatography i s reduced i n l i v e r disease and i n a d u l t s c o r r e l a t e s w i t h t h e presence o f h e p a t i c e n c e p h a l o p~ thy.We have used t h e p r e -p r a n d i a l AAMR t o determine h e p a t i c func t i o n a l m a t u r i t y i n 33 normal newborns(mean g e s t a t i o n 34wks)at a p prox. 2wks o f age. By compari son w i t h c o n t r o l (01 d e r ) c h i l dren,neonat e s had lower AAMR levels(P<D.O5)which c o r r e l a t e d w i t h g e s t a t i o - P<O.Ol).AAMR was s i m i l a r i n 2 groups f e d d i f f e r i n g p r o t e i n i n t akes,who had d i f f e r e n t TAN levels(P<0.001).In 5 i n f a n t s w i t h sub--c l i n i c a l i c t e r u s , t h e AAMR was 1.23+0.13(M+SEM)compared t o 2.31:
0.lB(P<O.O2),even though t h e TAN and DBS were s i m i l a r i n each.The h i g h e s t AAMR(3.49)and b i l e s a l t s l e v e l s were i n an i n f a n t of a c h r o n i c a l l y drug-dependent mother.In l i g h t f o r GA i n f a n t s t h e A4MR was 2.64~0.40 compared t o those a p p r o p r i a t e f o r GA 1.99+0.17(t= 1.74).The AAMR provides an index o f HC m a t u r i t y and/or i n t e g r i t y , i s independent o f p r o t e i n i n t a k e , i s more s e n t i s i t i v e than DBS l ev e l s and s i m p l e r t o measure.Quantitative data o f t h i s type i s prob a b l y more u s e f u l than u r i n e f i n d i n g s .
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HYDROLYSIS OF PABA-PEPTIDE I N AN ANIMAL MODEL OF EXPE RIMENTAL PANCREATIC INSUFFICIENCY. E.E.Sterchi,J.R. Green,M.J.Lentze. Univ.Child.Hosp. ,Dept.Gastroenterol. Berne, Switzerland. We described t h e presence i n t h e human i n t e s t i n a l mucosa o f an enzyme t h a t releases f r e e p-aminobenzoic a c i d from N-benzoyl-L-tyro syl-p-aminobenzoic acid,the PABA-peptide used t o t e s t f o r e x o c r i n e p a n c r e a t i c i n s u f f i c i e n c y i n man.We have performed t h e PABA-test a t 2 doses(5 and 100 mg PABA equivalents/Kg body w t ) o n 5 groups o f ra t s a f t e r t h e f o l l o w i n g s u r g i c a l procedures:sham operated(S) ,pancrg a t i c d u c t l i g a t e d , b i l e d u c t f i s t u l a i n t o duodenum(PLBFD),pancreatic d u c t l i g a t e d , b i l e d u c t f i s t u l a i n t o colon(PLBFC),bile d u c t l i g a t e d (BL)and unoperated controls(C).PABA-peptide was g i v e n by g a s t r i c tg be and i t s recovery measured i n a 6 h r u r i n e c o l l e c t i o n by t h e B r a t ton-Marshall r e a c t i o n a f t e r h y d r o l y s i s . T o t a 1 PABA recoveryzSEM fr om t h e h i g h dose experiment was:C 52.6+5.8%(n=6),S 54.1+3.D%(n=6), PLBFD 28.4+13.8%(n=4) ,PLBFC 13.2+8.9%(n=5) ,BL 54.2+5.8%(n=6);indL c a t i n g t h a t some PABA-peptide h y d r o l y s i s continues i n t h e complete absence o f p a n c r e a t i c s e c r e t i m s a n d 3 b t b i l e a p p a r e n t l y has no e f f ect.With t h e low dose o f p e p t i d e , t o t a l PABA r e c o v e r i e s were near normal w i t h no c l e a r d i f f e r e n c e s between gr0ups.A membrane-bound P A B A -s p l i t t i n g enzymewas i s o l a t e d by column chromatography and s h o wn t o be d i s t i n c t from t h e o t h e r known p a n c r e a t i c and mucosal pep t i d e hydrolases. 
K i n g ' s College
The pathophysiology o f t h e duodenogastric r e f l u x and i t s mechanisms Hosp., London, England.
a r e p o o r l y understood.In c h i l d r e n under s t r e s s i n t h e I C U ( i n t e n s i v e Since abnormal suppressor-cell a c t i v i t y i s thought t o p l a y a r o l e c a r e u n i t ) w e have observed a s t r o n g a c i d i t y combined t o a duodenoi n t h e pathogenesis o f autoimnune CAH i n adults,we have used two g a s t r i c b i l e r e f l u x l o n g e r than 24h.There i s no i n f o r m a t i o n on t h e new techniques t o determine simultaneously,the number o f lymphocy duodenogastric r e f l u x i n c h i l d r e n . I n t h i s work we have s t u d i e d t h i s t e s belonging t o d i f f e r e n t subsets and suppressor-cell f u n c t i o n i n problem i n 13 c h i l d r e n w i t h abdominal pain.A f l e x i b l e 1.5 mm e l e c t c h i l d r e n w i t h u n t r e a t e d autoimmune CAH o r o t h e r l i v e r dis0rders.Trode coupled t o a small p o l i e t h y l e n e t u b i n g was i n t r o d u c e d under f l c e l l subsets were enumerated by i n d i r e c t immunofluorescence u s i n g uoroscopic c o n t r o l i n t h e g a s t r i c antrum,and t h e pH was recorded d u monoclonal a n t i b o d i e s t o t h e lymphocyte d i f f e r e n t i a t i o n antigens r i n g 24h;we considered as a duodenogastric r e f l u x an i n c r e a s e o v e r T3(pan-T cells),T4(inducer),T8(cytotoxic/suppressor).SuppressorpH 5 t o g e t h e r w i t h b i l e a s p i r a t i o n . 0 n l y t h e values recorded two h o c e l l f u n c t i o n was measured by t h e i n h i b i t i o n o f p r o l i f e r a t i o n o f u r s a f t e r meals were taken i n t o account.Results were as follows(wfl autologous IgG producing c e l l s by con-A induced suppressor-cells k i n g vs. s l e e p i n g ) : i n i t i a l pH 0.639.27 vs 0 . 7 1 9 . 2 2 ; b i l e r e f l u x ( i n i n a haemolytic plaque assay.Both t e s t s were performed u s i n g p e r i minutes)64.15+0.72 vs 139.4698.53;bile i n antrum(% o f i n t e r d i g e s t i pheral blood lymphocytes ,from 25 children(4CAH,4 prolonged o r seve time)18.02+18.25 vs 32.5+26.2D;number o f r e f l u x episodes 2.382 vere acute hepatitis,oneo(-1 a n t i t r y p s i n d e f i c i e n c y , l 6 age and 2 . 3 6~s 2.455 1.05.In conc1usion:in an 18.02% o f t h e i n t e r d i g e s t i v e sex matched normals).T-suppressor f u n c t i o n was g r e a t l y reduced i n waking time,there i s a b i l e r e f l u x i n t h e antrum t h a t increases t o p a t i e n t s w i t h autoimnune CAH(% suppressor 6: SD, 1l)compared t o n o r a 32.5% d u r i n g s1eep;the i n i t i a l pH was v e r y low(0.63+0.27)but no mals(52+17)(p<0.01 ).Percentage suppressor f u n c t i o n i n c h i l d r e n b l e e d i n g occurred;probably a b i l e r e f l u x h i g h e r than t h a t found i s w i t h o t h e r l i v e r d i s o r d e r s was norma1(62+27).In CAH t h e percentanecessary f o r bleeding. ge o f T8 c e l l s ( l 3 + 4 ) w a s l e s s than i n normals(24+ll;p<0.02)or o t h e r l i v e r disease(28+15).The percentage o f T3 and T4 c e l l s was s i m i l a r i n t h e t h r e e groups. 
Segments o f small i n t e s t i n e t h a t have been d i l a t e d f o r prolonged p e r i o d s a r e o f t e n r e s p o n s i b l e f o r severe d i f f i c u l t i e s i n r e f e e d i n g c h i l d r e n d e s p i t e a permeable anastomosis.In o r d e r t o explore t h e p o s s i b i l i t y t h a t these segments might s t i l l be adynamic and favour b$ c t e r i a l overgrowth,loops o f 5 t o 8 cm o f lower jejunum o f 2 month o l d Wistar r a t s were excluded i n t h e a n i s o p e r i s t a l t i c way(T1)
.Fort y f i v e days l a t e r t h e d i l a t e d loops(diameter=2.l+O.6cm;controls= 0.5_tO.lcm;m~~)were end t o end reanastomosed using m i c r o s u r g i c a l tg chniques(Tz).After 2 months t h e 10 s u r v i v i n g animals were s a c r i f ied T3;the loops were s t i l l dilated(diameter=2.2+Icm).Bacterial ove r g r o w t h was demonstrated i n each r a t by t h e appearance o r consider a b l e increase o f s t r i c t anaerobic b a c t e r i a i n t h e l o o p a t T 2 ( B i f i dobacterium,Eubacterium,Peptostraptococci,Clostridium a t 8 l o g units/ml),and remained unchanged a t Tg.Histologica1 examination o f t h e i n t e s t i n a l mucosa d i d n o t reveal s i g n i f i c a n t morphological changes n e i t h e r a t T2 nor a t T j compared t o T1.Brush border enzyme a c t i v it i e s were decreased a t T2 although s i g n i f i c a n t l y o n l y f o r N and A aminopeptidases;while disaccharidase a c t i v i t i e s recovered a t T3.pg p t i d a s e a c t i v i t i e s d i d n o t . I n conclusion,once small i n t e s t i n e has been d i l a t e d f o r a prolonged period,bacterial overgrowth and d e c r g ase o f peptidase a c t i v i t i e s p e r s i s t .
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LATE CONSEQUENCES OF PROLONGED DISTENSION OF RAT SMALL INTESTINE.11 NEUROMUSCOLAR STUDIES. E.Sonsino, c . 0~-pont,P.Arhan,J.P.Canarelli,C.lenaerts,J.Navarro.
Hosp.Enfants Malades,Paris and CHU,Amiens, France.
P a r i e t a l consequences o f prolonged d i s t e n s i o n o f i n t e s t i n a l loops were s t u d i e d i n t h e r a t s o f t h e experimental design p r e v i o u s l y d g s c r i b e d ( l ) . H i s t o l o g i c s t u d i e s showed t h a t a t T i muscular c o a t s g e thin(x=95p_clZ)
,with important muscular t h i c k e n i n g a t T2 and T3(x= 300546 and Y=294+32).Muscular c e l l s a r e l a r g e r w i t h dark and p a l e aspect (check pattern).Myenteric plexuses remain unchanged a t T2 and T 3 . S i l v e r s t a i n s demonstrate a t T2 and T3 i r r e g u l a r , t h i c k e n e d and fragmented nerve f i b e r s network.Peptidergic nervous plexus d a mage was evaluated:VIP(only present i n nervous f i b e r s ) a n d somatos t a t i n ( S T ) ( p r e s e n t i n nervous f i b e r s and e p i t h e l i a l cel1s)were me asured i n t i s s u e e x t r a c t s by radioimmunoassay(5 r a t s l w i t h t h e f o l l o w i n g r e s u l t s f o r Tl,T2,T3 r e s p e c t i v e l y ( n g / g tissue;x+SEM);VIP: 276+35,219+70,28+9;ST:24+2,6+3,0.5+0.l.A study o f i s o l a t e d i n t e s t i nal preparations i n organ baths(4 rats)showed t h a t v i s c o e l a s t i c p r o p e r t i e s and responses t o pharmacological agents were n o t a b l y a 1 t e r e d a t T2 and T3.Whether b a c t e r i a l overgrowth described i n ( l ) , o r t h e neuromuscular a b n o r m a l i t i e s presented here,is/are t h e p r imary cause of t h i s "secondary" stagnant l o o p syndrome remains t o be established.
1. C a n a r e l l i J.P. e t a1 . , Ped.Res. , , 1982 (pmol cAMP/mg protein/lOmin;Mean+lSD:210+129) was increased ,as corn pared w i t h controls(68+24;p<~.001).In 15 o u t o f 2 1 s w h c h i l d r e n , b as a l aca was h i g h e r than t h e mean value+ZSD o f c o n t r o l s .Coeliac5 i n remission w i t h normal mucosa,had,on t h e contrary,basal aca s i m i l s t o t h e c o n t r o l group(66515); 2)Basal aca was a l s o increased i n t h e t h r e e examined c h i l d r e n a f f e c t e d by g i a r d i a s i s , w i t h d i a r r h e a and o n l y minor h i s t o l o g i c a l mucosal changes(314560 ,p<O.Ol ) ,which suggests t h a t s e c r e t o r y d i a r r h e a may occur i n these p a t i e n t s ; 3)Gl i$ d i n peptides d i d n o t cause an increase i n aca l e v e l s i n t h e c o n t r o l s , i n t h e c o e l i a c s i n remission o r i n t h e c h i l d r e n w i t h g i a r d i asis,but they,and n o t wheat a1 bumin peptides,increased aca l e v e l s i n t h e group o f c o e l i a c s w i t h a c t i v e disease(307+152;p<O.O01).Si~ ce adenylate cyclase i s a membrane enzyme,these r e s u l t s suggest b i n d i n g o f g l i a d i n peptides t o t h e c e l l s present i n a t r o p h i c coel i a c mucosa.
14 DOES BREAST FEEDING PROTECT CHILDREN FROM THE DEVELOP-MENT OF CLINICAL SYMPTOMS OF COELIAC DISEASE?. S. Auicsand Biometry,Univ.Milano, I t a l y ) . The frequency and d u r a t i o n o f b r e a s t feeding and t h e time o f g l ut e n i n t r o d u c t i o n i n t h e d i e t was i n v e s t i g a t e d i n 216 c o e l i a c c h i 1 dren and t h e i r h e a l t h y s i b l i n g s o f t h r e e d i f f e r e n t centers i n Napoli,Milano and Torino.In t h i s matched case-control study,the s e l e c t e d c o n t r o l s a r e t h e heal t h y s i b l i n g ( s ) o f t h e case.Children f o r m i l a f e d from b i r t h o r b r e a s t f e d f o r l e s s than 30 days were found t o have a r e l a t i v e r i s k ( S m i t h e t a l . ,Applied S t a t i s t i c s 30, 190, 1981) of developing symptoms o f c o e l i a c disease 4 times h i g h e r than c h i l d r e n b r e a s t f e d f o r more than 30 days(p<0.001) .To i n v e s t i g a t e more deeply t h e e f f e c t o f t h e d u r a t i o n o f b r e a s t feeding,as a p o s s i b l e p r o t e c t i o n factor,the l i n e a r t r e n d f o r d i f f e r e n t periods o f b r e a s t feeding was t e s t e d and found h i g h l y significant(G1:18.7 wit h 1 degree o f freedom).These r e s u l t s a r e c o n s i s t e n t w i t h t h e hypc t h e s i s t h a t a prolonged p e r i o d o f b r e a s t f e e d i n g may decrease t h e r i s k o f developing c l i n i c a l symptoms o f c o e l i a c disease i n c h i l d h ood.0n t h e contrary,there was apparently no r e l a t i o n s h i p between e a r l y i n t r o d u c t i o n o f g l u t e n i n t o t h e d i e t and frequency o f c o e l i ac disease. 
egg-free d i e t o r t o s t e r o i d therapy. This f a i l u r e t o respond was associated w i t h t h e presence o f an autoantibody r e a c t i v e w i t h g u t e p i t h e l i u m and may represent an examp l e o f an autoimmune enteropathy.This antibody was r e a c t i v e w i t h r a t and human g u t e p i t h e l i u m which appeared a f t e r t h e f i r s t biopsy. He a l s o has a h i g h t i t r e complement f i x i n g i s l e t c e l l antibody wb
i c h remains s t r o n g l y positive.The g u t antibody was a complement f i x i n g a u t o r e a c t i v e IgG antibody which reacted b e s t w i t h cytoplasmic a n t i g e n present i n mature enterocytes so t h a t t h e i n t e n s i t y o f fl! orescent s t a i n i n g increased towards t h e t i p o f t h e v i l l i . I t a l s o r e acted w i t h colon,but i t d i d n o t r e a c t w i t h stomach,oesophagus,rec; um o r skin.Having f a i l e d t o induce a remission w i t h an e l i m i n a t i o n d i e t f o l l o w e d by i.v.alimentation,steroids,nalcrom and a z a t h i a p r ine,cyclophosphamide was f i n a l l y r e s o r t e d to.The gut e p i t h e l i a l ant i b o d y disappeared b u t h i s small i n t e s t i n a l mucosa remains f l a t and he continues t o r e q u i r e o r a l s t e r o i d s t o enable him t o be f e d by m0uth.A s i m i l a r antibody has n o t been found i n 86 o t h e r sera from c h i l d r e n and a d u l t s w i t h a c t i v e g u t disease a f f e c t i n g t h e l a r g e o r small bowel. The i n f l u e n c e o f b r e a s t milk(BM)on mucosal enzymes o f t h e small in t e s t i n e was i n v e s t i g a t e d . I n v i t r o c u l t u r e o f j e j u n a l explants of f e d and f a s t e d newborn r a b b i t s were maintained i n c u l t u r e f o r 24h. BM o r i t s various components were added t o t h e c u l t u r e medium.Dis~ ccharidase and a l k a l i n e phosphatase o f mucosai homogenates from c u l t u r e d mucosa were determined.Results(U/g Pr; x+SD): The a d d i t i o n o f BM t o mucosal c u l t u r e s produces a n ' i n c r e a s e i n d isaccharidase l e v e l s , e s p e c i a l l y i n f a s t e d animals.Alkaline phosphatase i n l e s s affected.The relevance o f these i n v i t r o f i n d i n g s i s y e t unclear. Ctr., Jerusalem, I s r a e l . The response o f lymphocytes i n several immunological assays as a d i a g n o s t i c t o o l i n i n f a n t s s u f f e r i n g from cow's m i l k p r o t e i n hyper sensitivity(CMPH)has given v a r i a b l e results.Therefore,we examined 22 c h i l d r e n s u f f e r i n g from CMPH w i t h t h e o b j e c t o f assessing t h e response o f lymphocytes s t i m u l a t e d w i t h b e t a -l a c t o g l o b u l i n and o f measuring non-specific suppressor c e l l a c t i v i t y . B e t a -l a c t o g l o b u l i n produced a significantly(p<O.O0003)higher b l a s t o g e n i c response by lymphocytes o f cow mi 1 k p r o t e i n s e n s i t i v e patients(Mean 7.7+SEM 0.7)than by lymphocytes o f age matched controls(2.7+0.4).This re? ponse was age r e l a t e d being most marked i n i n f a n t s up t o 5 months o f age.Mean n o n -s p e c i f i c concanavalin-A induced suppressor c e l l a 5 t i v i t y was significantly(p<O.O5)reduced i n p a t i e n t s w i t h CMPH.Thi s Severe IDA w i t h HP i n i n f a n t s has been a t t r i b u t e d both t o cow's m i 1 k a1 lergy(CMA)and n u t r i t i o n a l i r o n deficiency.We found 8 i n f a n t s w i t h HP(serum protein<40 g1l)and oedema among 38 i n f a n t s w i t h seve r e IDA(hemoglobin<70 g 1 l ) d u r i n g a 7 year period.Al1 these i n f a n t s were t r e a t e d w i t h o r a l i r o n . D i e t was n o t a l t e r e d . A f t e r treatment, HP c o r r e c t e d f a s t e r than t h e anemia.Jejuna1 biopsy specimens were taken w i t h i n 14 days o f t h e s t a r t o f i r o n therapy and were s t u d ied by morphometric and immunohistochemical methods.Results:normal v i l l o u s height(mean 349 ),controls 337 p(n=13)) ,increase i n mean c r y p t length166 ),controls 114 p) ,decrease(p<O.O5)in t h e r a t i o o f v i l l o u s h e i g h t t o c r y p t lenght(2.2,controls 3.91.The mean h e i g h t o f t h e e p i t h e l i a l c e l l s was same as i n controls.The e p i t h e l i u m c o n t a i n e d l e s s (p<0.001)lymphocytes(13.6/100 e p i the1 i a l c e l 1 s ) t h a n i n controls(27.2).The mean number o f IgA-containing c e l l s was r educed,354 over 663 cells/mm2(p<0.002). I n c o n t r a s t , q u a n t i t i e s o f nus Communis I , T r i ticum V u l g a r i s ,Ulex Europeanus) .Bound r a d i o a c t iv i t y was measured e i t h e r by d i r e c t counting o f 1 mm s l i c e s o r by scanning t h e whole gel autoradiogramm.The most s t r i k i n g r e s u l t was obtained w i t h Ulex Europeanus I which does n o t b i n d t o any newborn MVM g l y c o p r o t e i n b u t does so t o a d u l t ones,including lactase.We, then,measured 3~( 5 -6 )~ Fucose i n w r p o r a t i o n i n t o r a t MVM.2pCiIg o f body weight were i n j e c t e d i n t r a p e r i t o n e a l l j t o newborn o f 8 wks o l d rats, 15,30,60,90,120,190mn a f t e r injection.MVM were i s o l a t e d by t h e same technique and sample r a d i o a c t i v i t y measured by s c i n t i l l a t i o n counting.MVM i s o l a t i o n provided an enrichment i n r a d i o a c t i v i t y mo r e important i n adul t s ( > x l O ) than i n newborns(x2) . R a d i o a c t i v i t y in c o r p o r a t i o n was b i p h a s i c i n a d u l t s , t h e e a r l y peak missing i n newborns.Radioactivi ty(dpm/+~g p r o t e i n ) i n f i n a l a d u l t p r e p a r a t i o n was t e n times h i g h e r than i n newborn a t any t i m e point.These r e s u l t s s u ggest t h a t g l y c o p r o t e i n f u c o s y l a t i o n i s d i f f e r e n t i n newborn and i n a d u l t MVM. 
HOW TO ESTIMATE LONG-OR SHORT-TERMS CHANGES OF SELE

R.G. Recently low h a i r selenium content were r e p o r t e d i n Chinese c h i l dr e n w i t h an endemic cardiomyopathy.By instrumental neutron a c t i v at i o n analysis,we estimated t h e h a i r selenium o f c h i l d r e n o f d i f f er e n t ages and from d i f f e r e n t countries.The a c t i v i t y o f t h e plasma g l u t a t h i o n e peroxidase was measured i n a coupled t e s t system w i t h organic o r hydrogen peroxides as acceptor substrates i n d i e t e t i c a l l y t r e a t e d p a t i e n t s w i t h phenylketonuria d u r i n g supplementation w i
t h 75-100pg selenium/day.The h a i r selenium content shows a d r a s t i c d e c l i n e d u r i n g e a r l y i n f a n c y from about 1000 t o 300 ng/g.In school c h i l d r e n t h e mean h a i r semenium content amounts t o 400-500 nqlg. There a r e no s i g n i f i c a n t d i f f e r e n c e s between Persian,Lybian o r Gey man school children.The h a i r selenium c o n t e n t o f d i e t e t i c a l l y trg a t e d p a t i e n t s i n s i g n i f i c a n t l y reduced i n comparison t o h e a l t h y c h i l d r e n o f t h e same age.Without showing any c l i n i c a l d e f i c i e n c y symptoms t h e i r h a i r selenium content i s as low as i n Chinese c h i ldren w i t h cardiomyopathy.Plasma g l u t a t h i o n e peroxidase a c t i v i t y i s e q u a l l y reduced i n t h e d i e t e t i c a l l y t r e a t e d patients.Afterse1enium supplementation t h e r e i s a s i g n i f i c a n t increase d u r i n g t h e f i r s t week.Thus,hair selenium content i s a v a l u a b l e t o o l t o estimate lo ng-term changes o f t h e selenium intake,whereas plasma g l u t a t h i o n e peroxidase a c t i v i t y i s an i n d i c a t o r o f short-term changes. 
K. The mechanism f o r c a t h a r t i c a c t i o n o f Mg++ i s unknown.We have prev i o u s l y shown n e t s e c r e t i o n o f water and e l e c t r o l y t e s i n thehuman jejunum w i t h i n c r e a s i n g concentrations o f luminal MgC12.This prom p t e d us t o f u r t h e r i n v e s t i g a t e t h e e f f e c t o f Mg++(MgC12 10mM)on sm a l l i n t e s t i n a l t r a n s p o r t i n s h o r t -c i r c u i t e d r a b b i t i l e u m i n v i t r o . Exposure o f mucosa t o ~g + + r e s u l t e d i n a slow,sustained r i s e i n transmural p o t e n t i a l difference(PD)(p < 0.0Ol)and s h o r t c i r c u i t c u r rent(SCC)(p'<O.OOl),with
no change i n t i s s u e resistance.Net Na+and C1-absorption(+2.10 and +1.82 ymol/cm2hr-l respective1y)were both reversed t o a s t a t e o f n e t secretion(-0.55 and -1.80 pmol/cm2hr-~) (p<0.001 and p<0.01 respective1y)as a r e s u l t o f a s i g n i f i c a n t ( p < 0.Ol)decrease i n t h e M t o S f l u x o f NaC and s i g n i f i c a n t increases i n t h e S t o M f l u x e s o f Na+(p<O.O2)and C1-(p<O.Ol).Net r e s i d u a l i o n f l u x d i d n o t change.Exposure o f serosa t o MgC+ produced s i m i l a r changes i n u n i -d i r e c t i o n a l fluxes,resul t i n g i n a b o l i t i o n o f n e t NaC absorption(p<O.OOl)and n e t C1-secretion(p<O.OOl).In c o n t r a s t t o mucosal ~g + + serosal exposure d i d n o t r e s u l t i n s i g n i f i c a n t change i n PO o r SCC.These data show t h a t ~g + + i s a p o t e n t small n t e s t i n a l secretagogue.Whether Mg++,like o t h e r d i v a l e n t cations, has a primary r o l e i n a l t e r i n g a p i c a l membrane p e r m e a b i l i t y t o mg novalent i o n s o r an e f f e c t which i s mediated by c y c l i c n u c l e o t i d e~ remains speculative.
VITAMIN E AND NEUROLOGICAL FUNCTION I N ABETALIPOPROTEI
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NAEMIA(ABL)AND OTHER CHRONIC FAT MALABSORPTIVE STATES:
D.P.R.Muller,J.K.Lloyd,O.H.Wolff.
C h i l d Health I n s t . and ST.Georgels Hosp. Univ. London, U.K.
Results o f treatment w i t h l a r g e o r a l doses o f v i t a m i n E(100 mgIKg1 d a y l w i l l be r e p o r t e d i n 8 p a t i e n t s w i t h ABL f o l l o w e d f o r 9-22 y r s
and r e c e n t l y assessed a t ages 10-25 yrs.0nly t h e 3 e l d e s t p a t i e n t s have any n e u r o l o g i c a l abnormality.The eldest(25yr)had a pigmentary r e t i nopathy ,abnormal r e t i n a l f u n c t i o n ,marked a t a x i a and delayed mo t o r nerve conduction v e l o c i t i e s a t 10 y r when v i t a m i n E was s t a r ted.He now has normal r e t i n a l function,less a t a x i a and normal motor nerve conduction.The second p a t i e n t ( 2 3 y r ) h a d absent tendon r e f l e xes a t diagnosis(1 112 y r ) a n d a m i l d pigmentary r e t i n o p a t h y a t 5 yr. Since v i t a m i n E treatment a t 8 y r , r e t i n a l appearances have remained unchanged and she has o n l y minimal a b n o r m a l i t i e s i n nerve conduct? on.The t h i r d p a t i e n t ( l 8 yr)was a r e f l e x i c a t diagnosis(1 112 y r ) , r g ceived v i t a m i n E from age 3 y r and a t 11 y r had reduced v i b r a t i o n sense i n a l l limbs b u t conduction v e l o c i t i e s have remained normal. 
S i m i l a r n e u r o l o g i c a l a b n o r m a l i t i e s have been observed i n p a t i e n t s w i t h o t h e r c h r o n i c f a t malabsorptive s t a t e s i n c l u d i n g c h r o n i c liv e r disease,cystic f i b r o s i s and i l e a l r e s e c t i o n . I n some o f these p a t i e n t s viamin E therapy has a l s o improved n e u r o l o g i c a l f u n c t i o n . W e conclude t h a t v i t a m i n E therapy has i n f l u e n c e d t h e n a t u r a l h i s t o r y o f ABL and t h a t t h i s v i t a m i n appears
CONGENITAL MICROVILLUS ATROPHY, A RARE CAUSE OF
F.Arnaud-Battandier, J.Jos, J.F.Desjeux, N. Triadou, C. R i r o~~r and .T. Rep. A8pit31 dcs Enf-ntt. Mnlsdcs, PARI-ce. Among congenital errors of metabolism affecting digestion or absorption, microvillus atrophy (1) is peculiar by the severity of the diarrhoea which persists despite suppression or oral intake.
C.Q.was the third child of healthy unrelated parents. The two si blings died soon after birth in unknown circumstances.b.w.:2.150g. Admitted at d3 and transferred at dl0 for a severe intractable diarrh0ea.A central venous catheter was immediately placed. The watery and mucous diarrhoea (2-500 mlld) persisted despite nil by mouth. After an ileostomy was created at 2m. stool output increased to 1200 mllday. Glucose was not absorbed in perfusion studies, nor was it accumulated in vitro. Short circuit current and mucosa TRYPSIN-LIKE ENZYME IN HUMAN MILK.
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S.Borulf ,P.Hegardt and T.Lindberg Oept. of Pediat. Malmo General Hospital,Malmo,Sweden.
Human milk has long been known to contain proteolytic enzyme(s). The nature of the enzyme (s) is not known. To elucidate this question, human colostrum (day 1-3)(n=50) was studied by immunochemica1 methods. Caseinolytic activity in colostrum was present in a broad region with a beta -mobility in agarose gel electrophoresis. Skim colostrum gave precipitate line with rabbit antibodies against human anionic trypsin (immunodiffusion technique and immunoel ectrophoresis) . This imunoreactive trypsin component was mainly recovered in the casein fraction of colostrum.
conductance were within normal limits. Plasma gastrin and VIP levels were normal as were excretions af HIA and VMA. "isThe component was isolated by immun~absor~tion chromatography tology of the mucosa was subnormal except for a very weak PAS of colostrum with antianionic trypsin. staining of the luminal border.Bbm hydrolase activities were normal.However no or hypoplastic microvilli and inclusions containing
The obtained fractions had a splitting activity against the brush border-like material were revealed by e.m.. in the enterocytrypSin substrate nbenzoyl-o~-arginine-p-nitroanilide. te apical parts.Al1 therapeutic trials failed.0nly somatostatin decreased ileal effluent by 40 Z.C.Q. died at 7m. (5200g).
Diagnosis of this condition,which can be suspected on mucosa PAS staining, should be as early as possible since prognosis seems extremely severe and may justify some genetic counselling. Health,Westminster Med.Sch., London, U.K. Intraepithelial lymphocytes(1EL)isolated from the small intestine of neonatal and mature normal and malnourished rats have been characterized in terms of their markers for B cells,and T cell subsets.They were determined by direct and indirect immunofluorescence using the monoclonal antibodies W313,W3/25 and MRC OX 8.These a re considered to be unique in containing a large proportion of cel ls(47%)expressing TS markers,but lacking receptors for the T cell marker.B cell and plasma cells were virtually absent and TH and ty pica1 TS which also expressed T cell markers accounted for a small proportion of IEL(13Z)in control animals.IEL numbers were reduced in both,the very young and in the malnourished.At birth the TS may ker was the only one expressed.Adult numbers and labelling characteristics were not evident until after weaning.In the malnourished animals IEL with TS markers alone were reduced,the other lymphocytes sub-types remained unaltered.It is well recognised that hypersensitivity reactions are more common in the infant and that gastr ointestinal infections are more prolonged and frequent in malnutri tion.The observation that intraepithel ial T lymphocyte sub-sets are different in these situations,merits further study.
ENDOSCOPY APPROACH IN INFECTIVE COLITIS. CONFRONTATION
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WITH BACTERIOLOGIC AN0 ANATOMOPATHOLOGIC DATA.
.*P.Rodesch ,"P.Oe 401 ,+C.De Prez ,*S.Cadragel . *Paediat.
Gastroent.Unit,"Dept.Microbiol.,+Dept.Pathol.,Univ.Hosp.Saint Pier re, Brussels, Belgium, Partial or total colonoscopy,performed as soon as possible after admission,was used as an appraisal of invasivity in cases of acute infective colitis in 93 children aged 4 days to 10 years(mean 1.6 years)over the last two years.The procedure was simp1ified:one saline enema one hour prior to examination with a paediatric fiber scope, avpiding general anesthesia; no complication was recorded. Endoscopic findings,graded I to 111 according to the severity of the lesions, were correlated with pathology and with bacteriologic data of colonic biopsies cultures and stool cultures. Isolation of the bacterial agent gave the following results(%):32 Salmonella(SA),21-Shigella(SH),19 Campylobacter(CA),7 Yersinia(YE) and 21 unidentified(UN). Severe lesions of grade I11 (14%)were more often associated with SH(8%) than with SA (4%) ,CA(2%) or YE(O%) .On the contrary ,milder lesions of grade I (5l%)occurred more frequently with SA(l5%)or UN(15%) but also with CA(ll%), SH(6%) and YE(4%). Except for SA,good correlation was found between endoscopic and pathologic evaluations. Biopsy cultures can yield up to 70% of positive results and enhance diagnostic accuracy of etiologic agent.
CHRONIC IDIOPATHIC INTESTINAL PSEUDOOBSTRUCTION(CI1P):
KLEBSIELLA PNEUMONIAE ( A.Guarino,G.Grisolia,M.Migliavacca,A.Rubino. Knowledge of the pathophysiology of CIIP is fragmentary.We have st2 Child Health Inst.2nd Sch .of Med. ,Univ.of Naples, Italy. died small intestinal motility and muscle histology in 5 infantswi An ST-producing K was detected from the stools of an infant with th CIIP using constantly perfused triple lumen catheters for manoacute secretory diarrhea. The K-ST was partially purified accormetric and myoelectric recordings and full thickness small intesti ding to the method by Klipstein(K1ipstein F.A. et al.,Infect.Imnal biopsies for 1 ight and electron microscopy.Smal1 intestinal fa mun. ,l3:373,1976)and its effects on ion transport across rabbit sting motility was abnormal in all patients with no phase I or pha ileum in vitro and mucosal cyclic GMP concentration were studied. se I1 activity.Migrating motor complexes(MMC)were clearly identifi Addition of K-ST to the mucosal side of rabbit ileum, resulted in ed in one patient and in three other patients MMC like rhythmic a c a dose-dependent increase in short circuit current(1sc) K-ST(0.4 tivity was present which did not propagate.The amplitude of these mg/ml ,a dose resulting in a Isc increment of 60~~/cm*)s;gnificancontractions were markedly reduced compared to control subjects(C1 tly(p<O.Ol)shifted toward secretion net Na and C1 absorption ac-IP mean pressure 27.5~8.6~111 H20;controls 63+19.22cm H20 p<0.02) .My ross stripped,short-circuited ileal mucosa mounted in Ussing cham oelectric activity showed an impaired rise in transmural potential bers.Since effects of ST'S by other bacteria are mediated by indifference associated with MMC and MMC like activity (CI1P 3.89.80 crease in mucosal cyclic GMP,we have measured cyclic GMP content mV;controls 9.65+1.50mV p<O.OOl).The Basic Electrical Rhythmvaried in rabbit ileum before and after exposure to K-ST. K-ST increased from 3-14 cycles per minute in the patients compared to a mean of cyclic GMP from 0.6210.08 to 1.62+0.15(pmoles/mg protein)mean+SEM, 11.6~1.3 c.p.m.in control subjects.Ful1 thickness small intestinal p<0.001). We therefore conclude that Klebsiella pneumoniae produbiogsfes showedmarked abnormalities of the muscle coats.These data ces a heat-stable enterotoxin which,similarly to what already showing striking functional and morphological abnormalities of my shown for other ST1s,increases mucosal cyclic GMP and induces sescle are consistent with a primary smooth muscle disease. cretory changes in ion transport.
ADHESION OF DIARRHOEA-CAUSING E.COL1 TO ERYTHROCYTES(,E)
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AND ISOLATED HUMAN ENTEROCYTES(EN). S.Knutton,D.R.Lloyd,D.C.A.Candy,A.S.Mc Neish. C h i l d Health 1nst.Univ. Birmingham, U.K. Three a n t i g e n i c a l l y d i s t i n c t E.Coli surface s t r u c t u r e s designated C o l o n i s a t i o n Factor Antigens I and II(CFA/I,CFA/II)and CommonType 1 fimbriae(CT1) a r e i m p l i c a t e d as adherence s t r u c t u r e s i n human d i sease.Adhesion o f b a c t e r i a expressing these f i m b r i a l antigens t o E and i s o l a t e d EN,has been examined by e l e c t r o n microscopy(EM)and an i n v i t r o assay system which measures t h e i r adhesion t o human EN has been developed.CFA/I,CFA/II and CTl adhere t o and agglutinatehuman, bovine and guinea p i g E respectively.Agglutinated E s t a i n e d w i t h rg thenlum red,embedded and sectioned revealed i n each case,that adhe s i o n i n v o l v e d t h e t i p s o f numerous t h r e a d -l i k e f i m b r i a e b i n d i n g t o t h e E surface.For t h e adhesion assay,human EN prepared from duoden a l b i o p s i e s by 10mM EDTA and hyaluronidase treatments were i n c u b g t e d w i t h a 1,000 f o l d excess o f b a c t e r i a f o r 30 min.at 37"C.After repeated washing,adhering b a c t e r i a were observed by phase c o n t r a s t microscopy.In t h e case o f a CFA/I producing s t r a i n H10407,68-125 b a c t e r i a were observed adhering t o t h e brush borders o f 20 EN compar ed t o j u s t 2-7 c o n t r o l CFA/I b a c t e r i a ( 8 experiments and 0:9 w i t h P caused m i l d t r a n s i e n t C f o r a few days,and P cured d e r i v a t e s o f these oaused no C. Conc1usions:P p o s i t i v e s t r a i n s o f t h e above Yersiniae caused more m o r b i d i t y i n t h e g u i nea p i g eye model t h a n t h e i r cured derivates.P-negative s t r a i n s o f Y.e.are u n l i k e l y t o cause disease i n v i v o alone,although such d e r i vates may develop i n t h e course o f i n f e c t i o n and may have a r o l e i n t h e pathogenesis.Apart from adherence and t o x i g e n i c i t y P-assocL ated p r o p e r t i e s may i n c l u d e f a c t o r s responsible f o r increased i n t r a c e l l u l a r s u r v i v a l and invasiveness. Study supported by t h e S i g r i d J u s e l i u s Foundation. Although w i d e l y used as an a n t i d i a r r h e a l a g e n t ,~o p e r a m i d e (~p~~) , has o n l y r e c e n t l y gained a t t e n t i o n as f o r i t s e f f e c t s on i n t e s t inal secretion (Sandhu B.K.et a1 .Gut22:658,1981) .We have studied t h e e f f e c t s o f LPMD on i o n t r a n s p o r t and c y c l i c nucleotides l ev e l s i n t h e i n v i t r o r a b b i t ileum mounted i n Ussing chambers.LPMD on serosal s i d e induced a small b u t s i g n i f i c a n t decrease i n s h o r t c i r c u i t c u r r e n t ( I s c ) . A t a concentration o f 5~1 0 -~~, i t s i g n i f i c a nt l y i n h i b i t e d t h e I s c increments induced by 15pM PGE2 and 5mM Theophyll ine(Theo) ,but n o t those produced by 8-Br-cGMP(0.2mM)or by E.coli ST(15mU/ml).LPMD increased basal n e t C1 absorption across stripped,short-circuited i l e a l mucosa by 1 .6f0.49p~q/h.cm2 (mean+SEM,p<O.O2)and increased ~~n e t ( b i c a r b o n a t e s e c r e t i o n ) b y a s i m i l a r value both under basal c o n d i t i o n s and i n t h e presence o f Theo.Finally,LPMD d i d n o t modify b a s e l i n e t i s s u e concentration o f cAMP,while i t produced a small b u t s i g n i f i c a n t increase i n cGMP. We t h e r e f o r e conc1ude:l)LPMD a f f e c t s i n t e s t i n a l i o n t r a n s p o r t by i n c r e a s i n g JL1 and JR and by i n h i b i t i n g t h e e f f e c t o f CAMP-re n e t l a t e d secretagogues;2P?he e f f e c t s o f LPMD on i n t e s t i n a l i o n t r a ns p o r t do n o t i n v o l v e a l t e r a t i o n s i n CAMP concentration;the r o l e played by cGMP awaits f u r t h e r c l a r i f i c a t i o n . Memorial Hosp.Child H e a l t h Ctr. Warsaw, Poland. (1HC)were studied.BA(c2 njugated b i l e acids:CBA-cholylglycine:CG-sulfolitocholylglycine: SLC5)were measured by radioimmunoassay and t h i n l a y e r chromatogrg phy and spectrophotometry i n DJ.BA were normal i n G i l b e r t ' s d i s g ase.In comparison t o IHC,EHC was c h a r a c t e r i z e d by:higher values o f CBA and CG on f a s t i n g w i t h tendency t o t h e i r increase a f t e r CH; decrease o f CG a f t e r meal associated t o lower values o f SLCG.BA i n DJ were absent i n b i l i a r y a t r e s i a w h i l e i n neonatal h e p a t i t i s they were low i n comparison t o c o n t r o l s.Conclusions:the assay o f BA i n DJ f o r t h e diagnosis o f c h o l e s t a s i s i s more i n f o r m a t i v e than t h e assay o f BA i n serum before and a f t e r CH. The 8A assay i n serum i s a l s o u s e f u l b u t o n l y i n c o n j u n c t i o n w i t h t h e morphological and f u n c t i o n a l e v a l u a t i o n o f l i v e r c e l l s . Dept.Pediatr.,Baylor Coll.Med.,Texas Med.Ctr. Houston, Texas, USA. We have u t i l i z e d t h e b r e a t h hydrogen(H2)test t o measure fermentat i o n o f CHO reaching t h e colon i n i n f a n t s under 3 months of age re c o v e r i n g from diarrhoea. Peak breath H2(PBH)levels were measured b e tween feeds i n 32 Hz-producing patients.PBH was c a l c u l a t e d from breath H2 and C02 l e v e l s obtained by gas chromatographic a n a l y s i s o f end e x p i r a t o r y gas samples c o l l e c t e d w i t h a m o d i f i e d 02 mask and normalized t o a l v e o l a r CO2 as described by N i u e t a l . (J.Lab.Clin. Med.94:755,1979) .Patients who r e q u i r e d more than 1 week o f h o s p i t g l i z a t i o n had h i g h e r PBH on admission than those who r e q u i r e d short e r stays(PBH: 2445183 ,n=9 vs.21+18,n=12,P<0.01 ).Patients hospi talized f o r >1 week had h i g h e r PBH on admission than a t d i s c h a r g e ( 4 4~ 25,n=9,P<O.O12).When glucose was s u b s t i t u t e d f o r glucose polymers as t h e CHO source,PBH decreased ( 1 5 0~8 vs.34+33,n=7,P<0.01) . I n f a n t s who received t h e f e e d i n g by g a s t r i c d r i p had a decrease i n PBH(219 +I85 vs. 13+23,n=6 ,P<O. 025) .Acidic s t o o l s were encountered i n some -instances and were associated w i t h decreased PBH.Conclusion:During recovery from g a s t r o e n t e r i t i s a baBance between small bowel CHO a i s o r p t i o n and c o l o n i c fermentation was demonstrated by PBH l e v e l s , s t o o l pH and f e c a l glucose which r e f l e c t changes i n t h e p a t i e n t ' s c l i n i c a l s t a t u s and/or n u t r i t i o n a l management.
t e r i a was s t u d i e d i n t h e guinea p i g eye model(Ser6ny t e s t l u s i n g s t r a i n s possessing40-48 Mdal plasmids(P)and l a b o r a t o r y d e r i v a t e s o f t h e same s t r a i n s c g r e d o f P by growth a t 37'C.P p o s i t i v e Y.ps.caused k e r a t o c o n j u n c t i v i t i s ( K C ) w h i c h progressed t o r e s p i r a t o r y d i s t r e s s and septicaemia w i t h i n one week.The P cured d e r i v a t e s o f Y.ps.caused p u r u l e n t KC which was s e l f -l i m i t i n g w i t h i n two weeks.Y.e. 0:8 was n e x t i n t h e
EFFECTS OF LOPERAMIDE ON INTESTINAL ION TRANSPORT
The value o f t h e e s t i m a t i o n o f BA i n t h e serum before and a f t e r cholestyramine(CH)for t h e diagnosis o f c h o l e s t a s i s was s t u d i e d i n comparison w i t h t h e determination o f BA i n duodenal juice(DJ).4 p a t i e n t s w i t h G i l b e r t ' s disease,lO w i t h e x t r a h e p a t i c c h o l e s t a s i s (EHC)and 12 w i t h i n t r a h e p a t i c cholestasis
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BILE ACIDS I N INTRAHEPATIC BILIARY ATRESIA WITH MALFC RMATIONS(ALAG1LLE SYNDROME).
P. Jara,R.Codoceo, C. Diaz,A.Herranz ,C.Castano and C.Vhzquez. Gastroenterology Unlt,Ped.Llln."La Paz",Madrid,bpain. 22 c h i l d r e n w i t h d u c t u l a r hypoplasia associated t o malformations(facies peculiar,cardiovascular anomalies,vertebra1 malformations and o t h e r a l t e r a t i o n s concordant w i t h A l a g i l l e Syndrome)were s t u d i e d . B i l e a c i d g i n t h e blood were determined by t h e f l u o r i m e t r i c method and t h i n l a y e r chromatography. .Lawson. C h i l d H e a l t h I n s t . ,Univ.London and C l i n . Research C t r T J G r o w , U.K. A s t u d y was undertaken t o i d e n t i f y t h e " a t y p i c a l " b i l e a c i d s which may be produced by t h e l i~v g r i n t h e neonatal period.Specimens o f g a s t r i c a s p i r a t e from t h r e e neonates w i t h h i g h i n t e s t i n a l obstruct i o n and no evidence o f l i v g r disease were analysed by gas chromatography-mass spectrometry .The procedure p r e v i o u s l y described ( H e a l t h I n s t . , T r i e s t e , I t a l y . A t r a n s i t o r y " p h y s i o 1 o g i c cho1estasis"with h i g h l e v e l s o f serum b i l e a c i d s , i s c h a r a c t e r i s t i c o f e a r l y l i f e and has been observed by o u r group.Phototherapy(PT)has a known e f f e c t on b i l i r u b i n and seems t o i n f l u e n c e b i l e a c i d c o n c e n t r a t i o n i n bile.To i n v e s t i g a t e f u r t h e r t h e e f f e c t o f PT on b i l e a c i d metabolism,serum t o t a l b i l e acids(STBA)and serum b i l i r u b i n ( S B ) w e r e measured b e f o r e and a f t e r 12hours o f PT i n 13 term,healthy,breast-fed newborns undergoing PT f o r neonatal jaundice.STBA were determined by t h e enzymaticf l u o r i m e t r i c method.In 7 o f these cases we a l s o measured t h e serum c o n c e n t r a t i o n o f conjugated c h o l i c acid(CCA)and conjugated chenodeoxycholic acid(CCDCA)before and a f t e r PT by RIA. Results 1 icacids(CDC) ,deoxychol icacids(DC) ,ursodeoxychol icacids(UD)and mg nohydroxy b i l e acids(M0N)were determined,after s t i m u l a t i o n w i t h 2 U pancreozymin p e r b.w.,in c o l l e c t e d duodenal j u i c e o f 8 h e a l t h infants,24 h e a l t h y children,3 p a t i e n t s w i t h e x t r a h e p a t i c b i l i a r y obstruction(EB0),3 i n f a n t s w i t h i n t r a h e p a t i c c h o l e s t a s i s ( I H C ) , 7 c h i l d -e n w i t h c y s t i c f i b r o s i s ( C F ) a n d 9 p a t i e n t s w i t h c o e l i a c d i s g ase(Coe). Results: Only 2.5% o f C,but almost h a l f o f MON,were s u l f a t e d by h e a l t h y i n f a n t s i n t h e f i r s t year of 1ife.The dihydroxy b i l e acick were l o c a t e d between these two extremes.This was a l s o t r u e f o r 01 d e r h e a l t h y c h i l d r e n . I n p a t i e n t s w i t h f l o r i d Coe a l l b i l e a c i d s u l f a t e s were found i n lower amount6 than i n h e a l t h y i n d i v i d u a l s . I n o l d e r c h i l d r e n w i t h CF t h e s u l f a t e p a r t o f a l l b i l e a c i d s e x 5 mined was markedly h i g h e r than i n h e a l t h y c o n t r o l s .
I n EBO, t h e r e l a t i v e p a r t o f s u l f a t e d a c i d s was extremely high,and,in c o n t r a s t t o t h e c o n t r o l group, t o t a l l y independent o f t h e number o f h y d r o x y l groups. P a t i e n t s w i t h IHC showed markedly lower b i l e a c i d s u l f a t e s compared t ? EBO. NevertheleSd,these values were s i g n i f i c a nt h y h i g h e r than i n t h e c o n t r o l group. Dept.Ped. ,Univ.Groningen, Holland. B i l e s a l t c o n j u g a t i o n i n r a t s was s t u d i e d i n v i v o a f t e r : ( a ) T a u r ine a d d i t i o n t o t h e d i e t . (b)Duodenal a d m i n i s t r a t i o n o f unconjugated b i l e s l a t s . ( c ) I n t e r r u p t i o n and r e s t o r a t i o n o f t h e enterohepatic circulation(EHC).Male W i s t a r r a t s were equipped w i t h a permanent c a t h e t e r i n t h e b i l e d u c t and a second one i n t h e duodenum.both attached on t o p o f t h e skull.There,the c a t h e t e r from t h e b i l e d u c t can be connected w i t h t h e c a t h e t e r t o t h e duodenum(intact EHC)or w i t h a cannula l e a d i n g t o a f r a c t i o n c o l l e c t o r o u t s i d e t h e cage ( i n t e r r u p t e d EHC) . D i e t a r y t a u r i n e supplementation( I .D and 0.1%) r e v e r s i b l y decreased t h e r a t i o o f g l y c i n e conjugated b i l e s a l t s t o t a u r i n e conjugated b i l e s a l ts(G/T r a t i o ) . Intraduodenal i n f u s i o n o f unconjugated b i l e s a l t s ( 0 . 8 pmo/min d u r i n g 4h)increased both, b i l e s a l t e x c r e t i o n and G/T r a t i o . I n t e r r u p t i o n o f t h e EHC caused a 70% decrease i n b i l e f l o w and b i l e s a l t o u t p u t and a concomitanC decrease o f t h e G/T r a t i o . 0 u r i n g e i g h t days o f i n t e r r u p t i o n , b i l i a r y b i l e s a l t e x c r e t i o n increased o n l y s l i g h t l y and t h e h e p a t i c c l e arance o f g l y c o c h o l a t e decreased.It i s concluded,that t h e b i l e s a 1 t c o n j u g a t i o n p a t t e r n i s determined by h e p a t i c t a u r i n e avai l a b il i t y and b i l e s a l t f l u x through t h e l i v e r . We have s t u d i e d t h e known HLA-DR s p e c i f i c i t i e s i n 163 u n r e l a t e d Spanish c o e l i a c children,nine f a m i l i e s w i t h m u l t i p l e cases o f c o g 1 i a c disease,and a1 1 f i r s t -d e g r e e r e l a t i v e s from 60 p a t i e n t s . A l s o 76 spanish h e a l t h y c o n t r o l s were typed.HLA-DR t y p i n g was performed w i t h t h e two-colour fluorescence t e s t ( v a n Rood e t al. Nature 262, 795,1976) .It was found t h a t t h e most common c o e l i a c phenotype i s DR3/DR7 (37%)and i n decreasing o r d e r DR3/other( 17%) ,DR7/DR5 (16%) , and OR3/blank(l3%).These phenotypes account f o r 82% o f t h e p a t i e n t s studied.A f u r t h e r 16% have a t l e a s t one o f these two a n t i g e n s (DR5 o r DR7),thus,together accounting f o r 98% o f t h e p a t i e n t s . I n t h e f a m i l i e s w i t h m u l t i p l e cases,eight o f t h e n i n e a f f e c t e d p a i r s , shared b o t h DR antigens.The m u l t i p l e cases make very u n l i k e l y t h a t one dominant gene w i t h i n t h e HLA system be r e s p o n s i b l e f o r t h e d isease s u s c e p t i b i 1 i t y . T h e f a m i l i a l segregation,supports a r e c e s s i v e s u s c e p t i b i l i t y gene.However,the p o p u l a t i o n o f u n r e l a t e d p a t i e n t s shows t o o few homozygous DR3,DR5 o r DR7 t o accept t h i s p o s s i b i l i t y . T h i s study emphasizes t h e importance o f s t u d y i n g t h e HLA-DR phenotypes of t h e p a t i e n t s and t h e i r families,confirms t h e a s s o c i a t i o n o f c o e l i a c disease w i t h phenotypes OR3/DR7 and DR3/blank and shows f o r t h e f i r s t t i m e an a s s o c i a t i o n w i t h DR7/DR5 phenotype.
IMPORTANCE OF DR-TYPING I N UNDERSTANDING THE GENETICS
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